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V:  Monitor  adverse  effects  of  pimonidazole. 
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——  in  conducting  research  using  animals,  the  investigator (s) 
adhered  to  the  "Guide  for  the  Care  and  Use  of  Laboratory 
Animals, "  prepared  by  the  Committee  on  Care  and  Use  of  Laboratory 
Animals  of  the  Institute  of  Laboratory  Resources,  National 
Research  Council  (NIL  Publication  No.  86-23,  Revised  1985). 

For  the  protection  of  human  subjects,  the  investigator  (s) 
adhered  to  policies  of  applicable  Federal  Law  45  CFR  46. 


— In  conducting  research  utilizing  recombinant  DNA  technology, 
the  investigator (s)  adhered  to  current  guidelines  promulgated  bv 
the  National  Institutes  of  Health. 


- -  In  the  conduct  of  research  utilizing  recombinant  DNA,  the 
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Involving  Recombinant  DNA  Molecules. 

— In  the  conduct  of  research  involving  hazardous  organisms, 
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5.  Annual  Report  Statement 

Please  note  that  this  research  project  has  been  delayed  on  account  of  issues  related  to  the  Consent  for 
Human  Subjects  as  described  in  the  Annual  Report  Statement  and  we  are  hoping  to  commence  patient 
entry  this  faJl  for  research  on  this  grant. 

Request  for  Deferral  of  Protocol  Start  Date:  We  request  a  deferral  of  the  start  date  of  the 
clinical  research  protocol  to  November  1st,  1998  or  earlier  pending  Reveiew  Committee  approval.. 
This  should  complete  all  the  required  approvals  of  the  involved  Human  Research  Review  Boards  and 
adherence  to  policies  of  applicable  Federal  Law  45  CFR  46.  Explanation  for  this  request  is  provided 
in  the  attached  Annual  Report  Statement. 

Sincerely, 

/VVl 

Mahesh  A.  Varia,  M.D. 

Principal  Investigator 
Professor, 

Department  of  Radiation  Oncology 
Phone:  919-966-7700 

FAX:  919-966-7681 
email:  varia@radonc.unc.edu 


Enc. 
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There  has  been  a  lag  in  obtaining  the  approval  of  the  Informed  Consent  Fom  for  participation  by 
breast  cancer  patients  on  the  research  study  funded  by  this  grant  After  the  initial  award  of  the  grant,  a 
number  of  changes  in  the  Consent  Form  approved  by  our  I^stimtional  Review  were  requested 
by  the  Surgeon  General’s  Human  Subjects  Research  Review  Board  (HSRRB,  HURRAD  Log.  No. 
A-7766),  USAMRMC  Human  Subjects  Protection  Division. 

Although  most  of  these  changes  could  be  addressed  without  significant  difficulty,  a  major  problem 
related  to  provision  of  financial  compensation  for  research  subjects  in  the  event  of  rese^ch  related 
iniurv.  The  required  language  of  the  two  Review  Boards  were  in  direct  conflict.  In  the  Consent 
Form,  our  Review  Board  requires  that  in  such  a  situation,  provision  will  ^  ma^  for  medical  to 
the  research  subject  but  the  institution  cannot  assume  financial  responsibility.  HSSI^  requ^ed  that 
provision  be  made  of  financial  responsibility.  According  to  the  Senior  Legal  Counsel  of  the 
University  of  North  Carolina,  the  State  of  North  Carolina  does  not  permit  the  University  to  assume 
such  responsibility. 

After  further  discussions  on  this  subject,  language  acceptable  to  both  Review  Boards  was  developed 
whereby  Department  of  Defense  as  the  sponsor  of  the  research  assumes  the  financial  responsibility. 
These  deliberations  and  required  approval  of  the  Consent  Form  has  delayed  entry  of  research  subjects 
entry  into  the  research  protocol  for  this  grant. 

Pending  final  clarifications  to  the  Clinical  Research  Advisory  Committee  our  General  Clinical 
Research  Center  (GCRC)  regarding  the  cost  of  the  research  component  of  the  tumor  biopsy 
procedure,  full  approval  of  the  clinical  protocol  is  anticipated  at  the  Coi^ittee  s  next  meeting  next 
month.  The  GCRC  has  indicated  its  enthusiastic  approval  of  the  protocol  and  unanimous  support  or 

the  research  proposal. 

In  view  of  the  above  deliberations  and  in  order  to  comply  with  the  requireinents  of  the  Human 
Research  Review  Boards  of  the  DOD,  University  of  North  Carolina,  and  the  GCRC,  we  have  not 
embarked  on  the  enrollment  of  patients. 

Request  for  Deferral:  We  request  a  deferral  of  the  start  date  of  the  clinical  research  protocol  to 
November  1st,  1998  or  earlier  as  expected  with  the  GCRC  approval  This  should  complete  all  the 
required  approvals  of  the  involved  Human  Research  Review  Boards  and  adherence  to  policies  of 
applicable  Federal  Law  45  CFR  46. 


We  are  extremely  excited  and  enthusiastic  about  this  innovative  research  and  are  very  anxious  to 
proceed  with  patient  enrollment  in  compliance  with  the  applicable  approvals. 


Revised,  9/30/98. 


